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Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS " for self-help around the clock 
CA/CAplus records now contain indexing from 1907 to the 
present 

New pricing for EUROPATFULL and PCTFULL effective 
August 1, 2 003 

Field Availability {/FA) field enhanced in BEILSTEIN 
Data available for download as a PDF in RDISCLOSURE 
Simultaneous left and right truncation added to PASCAL 
FROSTI and KOSMET enhanced with Simultaneous Left and Righ 
Truncation 

Simultaneous left and right truncation added to ANABSTR 
DIPPR file reloaded 

INPADOC: Legal Status data reloaded 
DISSABS now available on STN 
PCTFULL: Two new display fields added 
BIOSIS file reloaded and enhanced 

BIOS IS file segment of TOXCENTER reloaded and enhanced 
MSDS-CCOHS file reloaded 
CABA reloaded with left truncation 
IMS file names changed 

Experimental property data collected by CAS now available 
in REGISTRY 

STN Entry Date available for display in REGISTRY and CA/CAplus 

NEWS EXPRESS NOVEMBER 14 CURRENT WINDOWS VERSION IS V6.01C, CURRENT 
MACINTOSH VERSION IS V6 . 0b (ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 2 3 SEPTEMBER 2 003 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 
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Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus ************** 
ILE ' HOME ' ENTERED AT 14:13:10 ON 10 DEC 2003 
=> file caplus medline biosis embase 



6 ANSWER 14 OF 18 9 CAPLUS COPYRIGHT 2 003 ACS on STN . 
ACCESSION NUMBER : 1999:258894 CAPLUS 

DOCUMENT NUMBER: 131:53533 

TITLE: Transport of pregabalin in rat intestine and 

Caco-2 monolayers 

AUTHOR (S) : Jezyk, Nancy; Li, Cheng; Stewart, Barbra H . ; Wu, 

Xiaochun; Bockbrader, Howard N. ; Fleisher, David 

CORPORATE SOURCE: College of Pharmacy, The University of Michigan, Ann 

Arbor, MI, 48109-1065, USA 

SOURCE: Pharmaceutical Research (1999), 16(4), 519-526 

CODEN: PHREEB; ISSN: 0724-8741 

PUBLISHER: Kluwer Academic/Plenum Publishers 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB The purpose of this study was to det . if the intestinal transport of. 
pregabalin (iso-Bu . gamma . -aminobutyric acid, iso-Bu GABA) , a new 
anticonvulsant drug, was mediated by amino acid carriers with affinity for 
large neutral amino acids (LNAA) . Pregabalin transport was 
studied in rat intestine and Caco-2 monolayers. An in vitro 
Ussing/dif fusion chamber model and an in situ single-pass perfusion model 
were used to study rat intestinal transport. An in vitro diffusion 
chamber model was used to evaluate Caco-2 transport. In rat ileum, 
pregabalin transport was saturable and inhibited by substrates of 
intestinal LNAA carriers including neurontin (gabapentin 
), phenylalanine, and proline. Weak substrates of intestinal LNAA 
carriers ( .beta. -alanine, . gamma . -aminobutyric acid, and Me 
aminoisobutyric acid) did not significantly change pregabalin 
transport. In Caco-2 monolayers that showed a high capacity for 
phenylalanine transport, pregabalin transport was concn.- and 
direction-independent and equiv, in magnitude to the paracellular marker, 
mannitol. The in vitro and in situ rat ileal permeabilities of the LNAA 
carrier-mediated compds . neurontin, pregabalin, and 

phenylalanine correlated well with the corresponding in vivo human oral 
absorption. The transport of pregabalin was mediated by LNAA 
carriers in rat ileum but not in Caco-2 monolayers. Caco-2 was not an 
appropriate model for evaluating the in vivo human oral absorption of 
pregabalin and neurontin. 
REFERENCE COUNT: 30 THERE ARE 30 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L8 ANSWER 3 OF 3 REGISTRY COPYRIGHT 2 003 ACS on STN 
RN 68506-86-5 REGISTRY 

CN 5-Hexenoic acid, 4 -amino- (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 5-Hexenoic acid, 4 -amino-, (.+-.)- 
OTHER NAMES: 

CN (.+-.)-. gamma . -Vinyl GABA 

CN (.+-.) -4 -Amino-5-hexenoic acid 

CN . gamma . -Vinyl - . gamma . -aminobutyric acid 

CN . gamma . -Vinyl -GABA 

CN 4-Amino-5-hexenoic acid 

CN GVG 

CN MDL 71754 

CN RMI 71754 

CN Sabril 

CN Vigabatrin 

FS 3D CONCORD 

DR 60643-86-9 

MF C6 Hll N 02 

CI COM 

LC STN Files: AD I S INS IGHT , ADISNEWS, ANABSTR, BEILSTEIN* , BIOBUSINESS, 

BI0SIS, BIOTECHNO , CA, CANCERLIT, CAPLUS, CASREACT, CBNB , CEN, CHEMCATS , 
CHEMINFORMRX , CHEMLIST, CIN, CSCHEM, DDFU, DRUGU, EMBASE, IFICDB, 
IFIPAT, IFIUDB, IMSCOSEARCH, IMSDRUGNEWS , IMS PATENTS , IMSRESEARCH, IPA, 
MEDLINE, MRCK*, PHAR, PROMT, RTECS* , SYNTHLINE, TOXCENTER, USAN, US PAT 2 , 
US PAT FULL, VETU 

(*File contains numerically searchable property data) 
Other Sources: EINECS**, WHO 

(**Enter CHEMLIST File for up-to-date regulatory information) 





NH 2 



H 2 C= CH-BCHf- CH 2 - CH 2 ~ C0 2 H 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



619 REFERENCES IN FILE CA {1907 TO DATE) 

6 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

620 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



L8 ANSWER 1 OF 3 REGISTRY COPYRIGHT 2 003 ACS on STN 
RN 77162-51-7 REGISTRY 

CN 5-Hexenoic acid, 4-amino-, (4R) - (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 5-Hexenoic acid, 4-amino-, (R) - 

OTHER NAMES: 

CN ( - ) - . gamma . -Vinyl GABA 
CN <R) -Vigabatrin 
CN R- (-) -Vigabatrin 

CN RMI 71894 
FS STEREOSEARCH 
MF C6 Hll N 02 
CI COM 

LC STN Files: BEILSTEIN* , CA, CAPLUS , CASREACT, CHEMINFORMRX , IMS PATENTS , 
IMSRESEARCH, IPA, PROMT, TOXCENTER, USPATFULL 

(*File contains numerically searchable property data) 

Absolute stereochemistry. Rotation {-) . 




**PR0PERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

26 REFERENCES IN FILE CA (1907 TO DATE) 

26 REFERENCES IN FILE CAPLUS {1907 TO DATE) 

L8 ANSWER 2 OF 3 REGISTRY COPYRIGHT 2 003 ACS on STN 
RN 74046-07-4 REGISTRY 

CN 5-Hexenoic acid, 4-amino-, (4S) - (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 5-Hexenoic acid, 4-amino-, (S) - 

OTHER NAMES: 

CN { + ) - . gamma . -Vinyl GABA 

CN (S) -4-Amino-5-hexenoic acid 

CN (S) -Vigabatrin 

CN 4 (S) -Amino-5-hexenoic acid 

CN RMI 71890 

CN S- ( + ) -Vigabatrin 

FS STEREOSEARCH 

MF C6 Hll N 02 

LC STN Files: BEILSTEIN* , BIOSIS, CA, CAPLUS, CASREACT, CHEMCATS, 

CHEMINFORMRX, CSCHEM, I MS PATENTS , IMSRESEARCH, IPA, PROMT , TOXCENTER, 
USPATFULL 

(*File contains numerically searchable property data) 
Absolute stereochemistry. Rotation (+) . 




**PROPERTY DATA AVAILABLE IN THE "PROP 1 FORMAT** 



43 REFERENCES IN FILE CA (1907 TO DATE) 

44 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



L2 ANSWER 755 OF 756 REGISTRY COPYRIGHT 2003 ACS 
RN 103-01-5 REGISTRY 

CN Glycine, N-phenyl- (6CI, 7CI, 8CI, 9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN ( Phenylamino) acetic acid 

CN Acetic acid, (phenylamino) - 

CN Aniline-acetic acid 

CN N- (Phenylamino) acetic acid 

CN N-Phenylglycine 

FS 3D CONCORD 

MF C8 H9 N 02 

CI COM 

LC STN Files: BEILSTEIN+, BIOBUSINESS, BIOSIS, BIOTECHNO, CA, CANCERLIT, 
CAOLD, CAPLUS, CAS REACT, CBNB, CHEMCATS, CHEMLIST, CSCHEM, DETHERM* , 
EMBASE, GMELIN+, HODOC*, IFICDB, IFIPAT, IFIUDB, MEDLINE, MRCK* , 
MSDS-OHS, PIRA, SPECINFO, TOXCENTER, USPAT2, US PAT FULL 
(*File contains numerically searchable property data) 
Other Sources: EINECS**, NDSL**, TSCA** 

(**Enter CHEMLIST File for up-to-date regulatory information) 



PhNH-CH2-C02H 



COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 



FILE 'CAPLUS' ENTERED AT 14:13:24 ON 10 DEC 2003 
USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 
COPYRIGHT (C) 2 0 03 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'MEDLINE' ENTERED AT 14:13:24 ON 10 DEC 2003 

FILE 'BIOSIS' ENTERED AT 14:13:24 ON 10 DEC 2003 
COPYRIGHT (C) 2 003 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 1 EMBASE' ENTERED AT 14:13:24 ON 10 DEC 2003 
COPYRIGHT (C) 2 003 Elsevier Inc. All rights reserved.. 

=> s lactam 

LI 75 984 LACTAM 

=> s 11 and ((4-amino (s) butanoic) or gabapentin or (aminomethyl (s) 
cyclohexaneacetic) or pregabalin) 

L2 62 LI AND ((4-AMINO (S) BUTANOIC) OR GABAPENTIN OR (AMINOMETHYL 

(S) CYCLOHEXANEACETIC) OR PREGABALIN) 

=> dup rem 12 

PROCESSING COMPLETED FOR L2 

L3 46 DUP REM L2 (16 DUPLICATES REMOVED) 

=> focus 

PROCESSING COMPLETED FOR L3 
L4 4 6 FOCUS L3 1- 

=> d ibib abs 1-46 



L4 ANSWER 1 OF 4 6 CAPLUS COPYRIGHT 2 003 ACS on STN 
ACCESSION NUMBER: 2001:330417 CAPLUS 

DOCUMENT NUMBER: 134:361301 

TITLE: The effect of gabapentin and 

gabapentin- lactam on retinal 

ganglion cell survival in an animal model in acute 
retina ischemia 

Jehle, T.; Feuerstein, T. J.; Lagreze, W. A. 
Klin, Neuropharmakol . , Neurologische 
Universitatsklinik Freiburg, Germany 
Ophthalmologe (2001), 98(3), 237-241 
CODEN: OHTHEJ; ISSN: 0941-293X 
Springer -Verlag 
Journal 
German 

Redn. in the excitatory and potentially toxic neurotransmitter glutamate 
can protect retinal ganglion cells. What are the effects of the 
antiepileptic drug gabapentin, for which antiglutamatergic 
effects were described, and the new substance gabapentin- 
lactam (GBP-L) on retinal ganglion cell survival after retinal 
ischemia. In 3 groups of 10 rats each, ischemia was induced by elevating 
the intraocular pressure of the left eye to 120 mm Hg for 1 h. Saline, 
gabapentin (2 x 50 mg/kg i.p.) and GBP-L (2 x 50 mg/kg i.p.) were 
injected before and 5 h after ischemia. 2 Wk later ischemic damage was 
quantified histol. by counting the no. of neurons in the ganglion cell 
layer. In vitro transmitter release expts. were performed to obtain 
information on the effect of gabapentin and GBP-L on 

ischemia-indttce^Glu release and the mechanism of action of GBP-L . In the 
control group 17% of the retinal ganglion cells survived ischemia. GBP-L 



AUTHOR (S) : 
CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



doubled the no. of the surviving cells while gabapentin was not 
effective in these expts. In vitro gabapentin and GBP-L reduced 
ischemia- induced Glu release by 3 5.7 and 42.5%, resp. The blockade of 
ATP-sensitive K channels antagonized the effect of GBP-L completely. 
GBP-L is neuroprotective in retinal ischemia and diminishes the release of 
the excitatory neurotoxic amino acid Glu. The effect of GBP-L might be 
mediated by ATP-sensitive K channels. Also gabapentin reduced 
Glu release but was not neuroprotective in vivo. 



REFERENCE COUNT : 



24 THERE ARE 24 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) : 
PATENT ASSIGNEE' 
SOURCE : 



S) 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2 000:80040 CAPLUS 
132 : 127733 

Stabilized solid preparations of 4- 

amino-3 -substituted-butanoic acid 

derivatives and their manufacture 

Aomatsu, Akira 

Warner Lambert Co., USA 

Jpn. Kokai Tokkyo Koho, 34 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

2 



PATENT NO. 



KIND DATE 



JP 2000034227 A2 20000202 

JP 2003055211 A2 20030226 

ZA 2000006483 A 20020409 
PRIORITY APPLN. INFO.: 



APPLICATION NO. DATE 

JP 1999-133769 19990514 
JP 2002-189768 19990514 
ZA 2000-6483 20001109 
JP 1998-133112 A 19980515 
JP 1999-133769 A3 19990514 



Me, Et; R2 = various 



OTHER SOURCE (S) : MARPAT 132:127733 

AB Solid prepns. of H2NCH2CR1R2CH2C02H [I; Rl = H, OH, 

(un) substituted hydrocarbyl (definitions are described in detail)], useful 
as nervous system agents for treatment of epilepsy, syncope, head trauma, 
cerebral dysfunction, Alzheimer disease, Huntington chorea, parkinsonism, 
etc., are manufd. by adding water-holding agents such as ethylene glycol, 
propylene glycol, glycerin, etc., and optionally excipients. The prepns. 
may addnl. contain neutral amino acids. Water-holding agents prevents 
deterioration of I due to lactam formation. Gabapentin 

was spray-coated with an aq. propylene glycol soln. to give powder contg. 
0.003% lactam. The powder was stored in a sealed container at 
60. degree, for 2 wk to show lactam content 0.011%, vs. 0.017% 
for control powder contg. no propylene glycol. 



L4 ANSWER 3 OF 4 6 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 



CAPLUS COPYRIGHT 2003 ACS on STN 
2000:552622 CAPLUS 
133:187866 
Gabapentin- lactam 

(8-aza-spiro [5 , 4] decan-9-on; GBP-L) inhibits oxygen 
glucose deprivation- induced [3H] glutamate release and 
is a neuroprotective agent in a model of acute retinal 
ischemia 

Jehle, Thomas; Lagreze, Wolf A. ; Blauth, Eckard; 
Knorle, Rainer; Schnierle, Peter; Lucking, Carl 
Hermann; Feuerstein, Thomas J. 
Sektion Klinische Neuropharmakologie der 
Neurologischen Universitatsklinik, Neurozentrum, 
Freiburg, D- 79106, Germany 

Naunyn-Schmiedeberg 1 s Archives of Pharmacology (2000), 
362(1), 74-81 

CODEN: NSAPCC; ISSN: 0028-12 98 



PUBLISHER: Springer-Verlag 

DOCUMENT TYPE: Journal 
. LANGUAGE : Eng 1 i s h 

AB The modulation of the enhanced release of [3H] glutamate following 

ischemia- like conditions was studied in rat hippocampal slices using a 
superfusion system. Ischemia was simulated by a glucose -free medium 
equilibrated with 95% N2 and 5% C02 . In this model the potential 
neuroprotective effects of several substances on [3H] glutamate release 
induced by ischemia- like conditions were investigated. Gabapentin 
-lactam (8-aza-spiro-5 , 4 -decan-9-on; GBP-L) was synthesized and 
patented in the authors* lab. GBP-L (100 .mu.M) reduced the oxygen 
glucose deprivation -induced [3H] glutamate release by 42.5%, CI95=[33,4%, 
51.5%] . The KATP channel antagonist glibenclamide (1 .mu.M) blocked this 
effect completely. The high antagonist potency was reflected by an 
apparent pA2-value of glibenclamide of 8.3, CI95=[6.8, 9.4]. Minoxidil 
sulfate (10 .mu.M) , a KATP channel opener, mimicked the effect of GBP-L 
(inhibition by 22.8%, CI95=[13.2%, 32.5%]). Similarly to its 
lactam, also gabapentin (100 .mu.M) reduced the oxygen 

glucose deprivation- induced [3H] glutamate release by 3 0.6%, CI95=[15.5%, 
45.7%], whereas the "antiglutamatergic" drug riluzole was ineffective. 
GBP-L and gabapentin were also tested in an in vivo model of 
acute retinal ischemia in rats. The intraocular pressure was elevated for 
1 h above the systolic blood pressure. In the control group, 17.5%, 
CI95=[13%, 22%], of retinal ganglion cells had survived after 2 wk. GBP-L 
doubled the no. of surviving ganglion cells up to 35%, CI95=[27%, 43%], 
while gabapentin had no effect. This difference between 
gabapentin and its lactam may be due to different 

pharmacokinetic properties. In contrast to the . gamma . -amino acid 

gabapentin, GBP-L is uncharged and therefore might diffuse more 

easily through biol. membranes, e.g., the plasma membrane, to get access 

to an intracellular locus of action. Thus, the neuroprotective properties 

in vivo and the diminished oxygen glucose deprivation- induced 

[3H] glutamate efflux in vitro of the presumed KATP channel agonist GBP-L 

suggest that this substance might be therapeutically applied in pathol. 

situations induced by a rise in extracellular glutamate and/or neuronal 

cell death. 

REFERENCE COUNT: 58 THERE ARE 58 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



CAPLUS COPYRIGHT 2003 ACS on STN 
2000:192914 CAPLUS 
132 :274252 

Gabapentin- lactam, a close 
analogue of the anticonvulsant gabapentin, 
exerts convulsant activity in amygdala kindled rats 
Potschka, Heidrun; Feuerstein, Thomas J.; Loscher, 
Wolfgang 

Department of Pharmacology, Toxicology and Pharmacy, 
School of Veterinary Medicine, Hannover, D- 3 0559, 
Germany 

Naunyn-Schmiedeberg' s Archives of Pharmacology (2000), 
361(2), 200-205 

CODEN: NSAPCC; ISSN: 002 8-1298 
Springer-Verlag 
Journal 
English 

The cyclic GABA analog gabapentin (GBP) , which recently has been 
marketed for treatment of epilepsy, is particularly effective against 
complex-partial seizures as occurring in temporal lobe epilepsy. In the 
present study, the authors compared the effects of GBP and its 
lactam analog (GBP-L) in the amygdala kindling model of temporal 
lobe epilepsy. In fully kindled rats, GBP (50 mg/kg and 100 mg/kg i.p.) 
dose -dependent ly increased the threshold for focal seizures and inhibited 
the progression from focal to generalized seizures. This effect was not 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



assocd. with any marked adverse effects. In contrast, GBP-L (10-50 mg/kg) 
induced myoclonic activity and generalized clonic seizures in kindled 
rats, demonstrating a striking qual . difference between the two compds. 
By comparison with non-kindled rats it was shown that kindling markedly 
enhanced the sensitivity of rats to the convulsant activity of GBP-L. The 
finding that the anticonvulsant efficacy of GBP is lost by lactam 
formation indicates that GBP and GBP-L differ in their mechanism (s) of 
action. 

34 THERE ARE 34 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2000:116875 CAPLUS 
132 : 141993 

Method for making coated gabapentin or 
pregabalin particles 

Bruna, Etienne; Gendrot, Edouard; Chauveau, Charles; 
Demichelis, Alain-gilles 
Laboratoires Prographarm, Fr. 
PCT Int . Appl . , 29 pp. 



CODEN : 
Patent 
French 
1 



PIXXD2 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 
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PRIORITY APPLN. INFO. 



AB 



FR 
WO 



1998- 10091 

1999- FR1811 



A 
W 



19980803 
19990723 



The invention concerns a method for making coated particles of 
.gamma . -ami nobutyric acid analog whereof the lactam content by 
wt. relative to the wt . of . gamma . -aminobutyric acid analog is less than 
0.5 %. The invention is characterized in that it consists in spraying a 
coating soln. comprising at least a polymer in an org. solvent on said 
.gamma. -aminobutyric acid analog particles. Agglomerated 
gabapentin (I) particles were coated by a mixt . comprising I 400, 
PVP-K30 20, and ethanol q.s. 180 mg. The I particles were coated with a 
soln. comprising Eudragit E 100 280, ethanol 1027, acetone 1027, and 
colloidal silica 42 mg. The lactam:! ratio was 0.07-0.1%. 
REFERENCE COUNT: 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 
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ACCESSION NUMBER: 2002:603339 CAPLUS 

DOCUMENT NUMBER: 13 8:180523 

TITLE: Preferential action of gabapentin and 

pregabalin at P/Q-type voltage-sensitive 

calcium channels: Inhibition of K+-evoked 

[3H] -norepinephrine release from rat neocortical 

slices 

Dooley, David J.; Donovan, Cindy M . ; Meder, Wolfgang 
P.; Whetzel, Steven 2. 

Department of CNS Pharmacology, Pfizer Global Research 
and Development, Ann Arbor, MI, 4 8105, USA 
Synapse (New York, NY, United States) (2002), 45(3), 
171-190 

CODEN: SYNAET; ISSN: 0887-44 7 6 
Wiley-Liss, Inc. 
Journal 
English 

Gabapentin (GBP; Neurontin) and pregabalin (PGB; 

CI-1008) , efficacious drugs in several neurol . and psychiatric disorders, 
inhibit neurotransmitter release from mammalian brain slices at 
therapeutically relevant concns. A detailed investigation, exploring the 
basis for this in vitro phenomenon, focused on norepinephrine (NE) and rat 
neocortical tissue in complementary assays of neurotransmitter release and 
radioligand binding. The results are consistent with the hypothesis that 
GBP, PGB, and related substances decrease neocortical NE release by acting 
at the .alpha. 2 .delta, subunit of presynaptic P/Q-type voltage-sensitive 
Ca2+ channels (VSCC) subserving Ca2+ influx in noradrenergic terminals. 
The inhibitory action appears competitive with [Ca2+]o and preferential to 
those neurons undergoing prolonged depolarization. Other results indicate 
that the redn. of exocytotic NE release is independent of L- and N-type 
VSCC, classical drug/peptide binding sites on VSCC, Na+ channels, 
.alpha. 2 -adrenoceptors, NE transporter, and system L amino acid 
transporter. These findings suggest a selective modulation of P/Q-type 
VSCC that are implicated in neurotransmission and several -GBP- responsive 
pathologies . 
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The neuroprotective properties of gabapentin 
-lactam 
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Journal 
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Gabapentin- lactam (GBP-L) is a deriv. of the 
anti-convulsant drug gabapentin. In vitro, GBP-L diminished the 
hypoxia- induced release of the neurotransmitter and excitotoxin glutamate. 
This effect could be reversed with glibenclamide, indicating that GBP-L 
acts as an opener of ATP-sensitive K channels. In vivo, GBP-L was 
neuroprotective in a rat model of acute retinal ischemia. In this study 
the authors investigated the time- and dose-effect relationship of this 
neuroprotection. In each treatment group (n=9) , retinal ischemia was 
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PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



induced in the left eye by pumping air into the anterior chamber to an 
intraocular pressure of 12 0 mm Hg for 1 h. Two weeks later, neuronal 
damage in the ganglion cell layer was histol. quantified. Group 1 
received vehicle only; group 2 received 75 mg/kg GBP-L i.p. at the 
beginning of ischemia; groups 3, 4, 5, 6, and 7 received the same dose at 
1, 2, 3, 4, and 5 h after onset of reperfusion. Subgroups 5b and 5c 
received 50 and 25 mg/kg, resp., 3 h after reperfusion. Each injection 
was repeated once after 6 h. The proportions of neurons that survived in 
groups 1 to 7 were 28, 70, 59, 55, 58, 45, and 37%, resp. The proportions 
of neurons surviving in groups 5b and 5c were 4 9 and 3 9%, resp. The 
difference in neuronal survival between group 1 and groups 2, 3, 4, 5, 5b, 
and 6 was statistically significant. GBP-L was neuroprotective in an 
animal model of acute retinal ischemia, even when given . ltoreq. 4 h after 
reperfusion. GBP-L may prove useful in optic neuropathies such as 
glaucoma . 
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By use of rat liver or brain homogenate supernatants containing microsomes 
and/or mitochondria, it was found that the prototype GABAergic prodrug 
[3- (p-chlorophenyl) pyrrolidine (1)] underwent a series of alpha-oxidation 
transformations to a pair of amino acid metabolites and a pair of 
lactam metabolites [4 -amino- 3 - (p-chlorophenyl) 
butanoic acid, baclofen (5) ,- 4 -amino 
-2- (p-chlorophenyl Jbutanoic acid (10); 4- 

(chlorophenyl) pyrrolidin-2 -one and 3- (p-chlorophenyl) pyrrolidine -2 -one 
(11)]. With the liver homogenates, the formation of the lactam 
metabolites was approximately 2 orders of magnitude greater than that of 
the amino acid metabolites, while with the brain homogenates, the amino 
acid and lactam pathways were of similar magnitude. For either 
tissue, for both the lactam and the amino acid series, attack at 
the less sterically hindered 5 -position of the pyrrolidine ring was 
greater than the attack at the 2 -position (5 greater than 10 and 6 greater 
than 11) with the exception of the liver homogenate mitochondrial fraction 
(6 less than 11) . The parenteral administration of the prodrug 1 was 
found to give detectable brain levels of 5 as well as activity in an 
isoniazid-induced (GABA- inhibited) convulsion model. 
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AB A process for the prepn. of gabapentin (title compd.) comprises: 
(a) redn. of [1- (nitromethyl) cyclohexyl] acetonitrile to give 

3 -imino-2-azaspiro [4 . 5] decan-2-ol, (b) conversion of imino to oxo group by 

treatment with alkali, (c) redn. of the hydroxyl group , and (d) 

hydrolysis of the lactam. Gabapentin hydrochloride 

(HPLC 99.6%) was passed through a chromatog. column loaded with AMBERLITE 
IRA 67 to afford gabapentin free base. 
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AB Title compds . (I; n = 4-6] contg. <0,5 wt . % of the corresponding 
lactams (II) are prepd. by hydrolyzing II or crude I (obtained 
from II and still contg. II as an impurity) with coned. HC1 until ring 
opening is complete, optionally followed by incorporating the 
lactam-f ree I into pharmaceutical compns. contg. excipients that 
do not catalyze formation of the lactam. Gabapentin 
lactam in H20 was refluxed with coned. HCl at 108. degree, for 6 h, 



the reaction mixt . cooled to 28. degree., the ppt . collected and dissolved 
in H20 and extd. with CH2C12 to give 60% I (n = 5) .HC1. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB This invention describes novel processes for the stereoselective prepn. of 
gabapentin { 1 -aminomethyl- 1 -cyclohexaneacetic 

acid) analogs I- III [ring A = A1-A5; Rl, R2 = independently H, Me; R3 , R4 
= independently H, Me; n = 1-4; m = 0-2; X = 0, S, S (O) , S02 , NR1; Rl = H, 
(un) branched CI -6 alkyl, CH2Ph, COR2 ,- R2 = (un) branched CI -6 alkyl, CH2Ph, 
Ph, C02R3; R3 = (un) branched CI -6 alkyl, CH2Ph, Ph wherein the Ph groups 
are substituted by 0-3 halo, CF3 , or N02 groups] . Thus, deprotonation of 
6.35 mL (31.89 mmol) tri-Et phosphonoacetate with 1.16 g (2 8.99 mmol) 
sodium hydride in 40 mL THF, followed by addn. of 3 mL (28.99 mmol) 
cyclohexanone gave 78% Et cyclohexylideneacetate, which was used without 
further purifn. The . alpha .beta . -unsatd . ester (1.605 g, 9.55 mmol) was 
dissolved in 30 mL THF and 1.03 mL (19.1 mmol) MeN02 and 15 mL of 1M Bu4NF 
in THF (14.0 mmol) added and the mixt. heated to 70. degree, for 18 h to 



yield 966 mg (46%) nitro ester IV. The nitro ester (935 mg, 4.08 mmol) 
was dissolved in 4 0 mL MeOH and shaken over Raney nickel under a hydrogen 
atm. at 35. degree, for 18 h to yield 662 mg (100) of lactam V. 
Hydrolysis of the lactam {608 mg, 4.0 mmol) with 15 mL 6N HCl 
and 5 mL dioxane for 4 h gave 682 mg (71%) of desired title compd. VI as 
the hydrochloride salt. Analogous gabapentin analogs were 
prepd. using 4 -methylcyclohexanone, cis-3 , 5-dimethylcyclohexanone, and 
(R) -3 -methylcyclohexanone . 
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CASREACT 137:247921; MARPAT 137:247921 
Cyclic amino acids (CR1R2 ) nC (CH2NH2) CH2COR3 (Rl, R2 = H, alkyl; R3 = OH, 
NH2, alkoxy; n = 3-11) having high purity, free from the corresponding 
lactams and chloride anions, were obtained by redn. of oxyimino 
acids (CRlR2)nC(CH:NOH)CH2C02H. Thus, 10 g 1- (hydroxy iminomethyl ) 
cyclohexaneacetic acid (prepd. from cyclohexanecarboxaldehyde and 
Et bromoacetate) in isopropanol /water was hydrogenated over 5% Rh/Al203 at 
20. degree, and 9 atm H2 to afford 8.2 g 1- (aminomethyl) 
cyclohexaneacetic acid (gabapentin) of HPLC purity > 
98%. 
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AB Pharmaceutical compns . contg. substantially pure and stable 
gabapentin are disclosed wherein gabapentin contains an 
anion of a mineral acid, such as chloride, in amts. >2 0 ppm. Thus, a 
tablet formulation contained gabapentin 124 (contg. chloride 
5-40 ppm), corn starch 200, microcryst. starch 46, and Sterotex powder 4 
g, and water 300 mL. The formulation contained <0.5% lactam and 
after 1 yr of storage at 2 5. degree, and 60% atm. humidity. 
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Aluminum Chloride -Promoted Aminolysis of N-Tosyl 
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AB Aluminum chloride effectively promotes the ring-opening reactions of 
N-tosyl lactams I (R3 = H, Me; n = 1,2,3,9) with amines to give 
.omega. -aminocarboxamides II (Rl, R2 = alkyl, Ph, etc.; same R3) . 



Hydrolysis of II gave . omega . -amino acids. Redn. of II gave 
.alpha. , .omega. -diamines. The influence of the size of the lactam 
ring, the environment of the carbonyl group and the nature of the amine 
were studied. The regioselectivity of the reactions and high yields are 
rationalized in terms of preferential complexation of the lactam 
carbonyl group with the Lewis acid. Subsequent reactions lead to 
. omega . -diamines and . omega . -amino acids. 
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MAR PAT 131:356133 
The present invention provides a stabilized solid compn. contg. a 
4-amino-3-substituted-butanoic acid deriv. 

which can be obtained by incorporating a humectant as a stabilizer. Bulk 
powders of gabapentin (250 g) were sprayed with 72 g water by 
means of a fluidized granulator and then dried to give gabapentin 
granular powders A. A second batch of bulk powders of gabapentin 
(250 g) were sprayed with a soln. of 5 g propylene glycol in 67 g water by 
means of the fluidized granulator and then dried to give 
gabapentin granular powders B. The gabapentin granular 
powders A and B obtained were stored under conditions and then the 
lactam formed in each of the powders was detd. by HPLC. E.g., 
gabapentin bulk powders stored for 4 wk at 5 0. degree, and 85% 
humidity did not show any degrdn. 
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AB 2 -Pyrrol idi none derivs . which have in position 4 at least one substituent 
are described. Methods of treating polyglutamine disorders, e.g. 
Huntington's disease, dentorubropallidoluysian atrophy, spinal and bulbar 
muscular atrophy, and spinocerebellar ataxias with 2 -pyrrolidinone derivs. 
are also described. The neuroprotective effect of gabapentin - 
lactam is described. 
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The effect of cyclodextrins on the rate of 
intramolecular lactamization of gabapentin 
in aqueous solution 

Kearney, A. S.; Mehta, S. C; Radebaugh, G. W. 
Parke-Davis Pharm. Res. Div., Warner-Lambert Co., 
Morris Plains, NJ, 07950, USA 

International Journal of Pharmaceutics (1992), 78(1) 
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.O^H^H I ^-^^O II 

AB The effect of various cyclodextrins on the intramol . lactamization of 
gabapentin (I) in soln. was investigated. Baseline studies in the 
absence of cyclodextrins were conducted under accelerated conditions to 
obtain reaction rates that could be followed over a shorter time interval. 
In aq. buffered solns. at 80. degree, and .mu. = 0.5 M, I undergoes an 
intramol. aminolysis to yield a stable, cyclized lactam product 
.(II) over the pH range of 1.4-11.1. The buffer -independent pH-rate 
profile was described by two reaction pathways: a specific acid- and 
specific base-catalyzed lactamization of the uncharged species. Acetate 
and phosphate buffers were found to catalyze the rate of lactam 
formation, whereas borate had no apparent catalytic effect. Acetate 
appeared to be acting as a general -acid catalyst, whereas phosphate 
appeared to be acting as a general-acid and general-base catalyst. Next, 



the effect of various cyclodextrins on the lactamization rate was 
investigated over the pH range of 4.1-7.1. In the pH region defined as 
specific-acid catalyzed lactamization of the uncharged species, .alpha. - 
and .gamma. -eye lodextr in had minimal effect on the rate, whereas .beta.- 
and hydroxypropyl- .beta. -cyclodextrin accelerated the lactamization rate. 
While in the pH region defined as specific-base catalyzed lactamization of 
the uncharged species, all four cyclodextrins catalyzed the reaction rate 
( . beta . - > hydroxypropyl - . beta . - > . alpha . - . apprxeq . . gamma . - 
cyclodextrin) . Interestingly, the catalytic efficiency of acetate buffer 
varied depending on the cyclodextrin involved. The catalytic efficiency 
was the greatest in the presence of .beta. -cyclodextrin which was followed 
by hydroxypropyl- .beta . -cyclodextrin. In 100 mM phosphate buffer of pH 7 
and in the presence of varying conens. of the cyclodextrins, the rate of 
lactamization of I exhibited Michaelis-Menten-type kinetics. The data 
were consistent with relatively weak drug -cyclodextrin complex formation 
and with I being more chem. labile as complexed than uncomplexed drug. 
The enhanced rate obsd. in the presence of cyclodextrins was attributed to 
complexat ion -induced, conformational changes in the reactive moieties of 
I. 
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AB Title compds. [I; A is selected from COOH, CH2C00H, CONHOH, SH f CH2SH, 
PO(OH)2, etc; ring B is a 4-8 membered cyclic amide contg. 0-3 
heteroatoms from O, N, and S, etc.; Rl is phenylmethoxyphenyl , 
phenoxyphenyl , etc.; R2 is H, CH3 , Et, i-Pr, etc.; R1-R2 combine to form 
heterocyclic; R3 is H, alkylene, heterocyclic, etc.; R4 is H, alkylene, 
etc.; R3-R4 combine to form heterocyclic], stereoisomer, and 
pharmaceutical^/ acceptable salt thereof are prepd. as useful 
metalloprotease inhibitors. For instance, 4-benzyloxyphenyl acetate was 
sequentially alkylated (THF, NaHMDS) with Mel and allyl bromide to afford 
the .alpha. , .alpha. -bis (alkylated) deriv. which was converted to the 
aldehyde (CH2C12, 03) and was subsequently reacted with D-alanine Me ester 
hydrochloride and Zn. degree, in HOAc to yield the lactam ester. 
This intermediate was treated with hydroxylamine to give hydroxamic acid 
II. 
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Linear and cyclic aliphatic carboxamides of the 
Murchison meteorite: hydrolyzable derivatives of amino 
acids and other carboxylic acids 
Cooper, G. W.; Cronin, J. R. 
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Analyses of fractionated aq. exts. of the Murchison meteorite by gas 
chromatog . -mass spectrometry after silylation with N-methyl-N 
(tert-butyldimethylsilyl) trif luoroacetamide have revealed an extensive 
series of linear and cyclic aliph, amides. These include monocarboxylic 
acid amides, dicarboxylic acid monoamides, hydroxy acid amides, 
lactams, carboxy lactams, lactims, N-acetyl amino acids, 
and substituted hydantoins . Numerous isomers and homologs through at 
least C8 were obsd. in all cases, except for the N-acetyl amino acids and 
hydantoins. Carboxy lactams, hydantoins, and N-acetyl amino 
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acids are converted to amino acids by acid hydrolysis, thus, these compds . 
qual. account for the earlier observation of acid- labile amino acid 
precursors in meteorite exts. Lab. studies of the spontaneous decompn. of 
N-carbamyl- . alpha . -amino acids and their dehydration products, the 
5-substituted hydantoins, have led to the recognition of a series of aq. 
phase reactions by which amino acids and cyanic acid/cyanate ion in the 
primitive parent body might have given rise to several of the obsd. 
classes of amides, as well as to monocarboxylic acids, dicarboxylic acids, 
and hydroxy acids. A previously undescribed reaction of 5-substituted 
hydantoins with cyanic acid/cyanate ion to give carboxamides of the 
5-substituent groups was obsd. in the course of these studies. The 
presence of an extensive suite of amides in a CM chondrite appears to be 
consistent with the interstellar-parent body formation hypothesis for the 
org. compds. of these meteorites. The presence of carboxy lactams 
and lactams along with free amino acids suggests the possibility 
of further chem. evolution of meteorite amino acids by thermal polymn. 
The cyclic amides, given their potential for hydrogen-bonded pair 
formation, might be considered candidate bases for a primitive sequence 
coding system. 
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CAS REACT 125:33249 
AB A series of amides, lactams, carbamates, ureas, and anilines 

contg. various functionalities were readily N-alkylated with the 

4 , 4 ' -dimethoxybenzhydryl residue by reaction with 4 , 4 ' -dimethoxybenzhydrol 

in AcOH at room temp, under H2S04 catalysis. 
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Gabapentin { 1- (aminomethyl) cycloheaxaneacetic acid; Gpn) is a 
widely used anti-epileptic drug. The target site of action of Gpn remains 
controversial. Gpn can exist in two isomeric chair forms. The crystal 
structures of Gpn 1 and eight derivs . , Gpn hydrochloride 2 , Gpn 
lactam 3, Boc-Gpn-OH 4, Ac-Gpn-OH 5, Piv-Gpn-OH 6, Tosyl-Gpn-OH 7, 
Boc-Gpn-OSu 8 and Boc-Gpn-NHMe 9, are described. The aminomethyl group 
occupies an axial position in 1, 3, 6 and 7, while it lies in an 
equatorial orientation in 2 , 4, 5 and 8. The structure of Boc-Gpn-NHMe 9 
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reveals that the crystals contain both chair forms of the deriv. in the 
ratio 0.7:0.3, favoring the aminomethyl group in an axial position. In 
all cases, the torsional angles about the C. alpha. -C. beta, (.vtheta.l) and 
C. beta. -C. gamma, (.vtheta.2) bonds of the . gamma . -amino acid residue are 
characteristic of a gauche, gauche (g, g) conformation. In soln. , NMR 
studies establish rapid conformational exchange, as anticipated, at room 
temp. Low temp. NMR studies permit conformational freezing and detn. of 
the free-energy difference between the two 1, 1-disubstituted cyclohexane 
conformers. The largest free -energy difference is obsd. in the free amino 
acid (0.38 kcal mol-1) , with the most stable conformer having the 
aminomethyl group in the equatorial position. The free -energy difference 
between the two forms is significantly reduced in the protected derivs . , 
with almost equal populations obsd. in soln. for the fully protected 
neutral derivs., Boc-Gpn-NHMe and Gpn lactam. 

L4 ANSWER 2 2 OF 4 6 CAPLUS COPYRIGHT 2 003 ACS on STN 
ACCESSION NUMBER: 1959:11764 CAPLUS 

DOCUMENT NUMBER: 53:11764 

ORIGINAL REFERENCE NO.: 53 : 2193h-i , 2 194a-i , 2195a-g 

TITLE: Synthesis of 2 -azetidinones (. beta . -lactams) 

AUTHOR(S): Blicke, F. F.; Gould, W. A. 

CORPORATE SOURCE: Univ. of Michigan, Ann Arbor 

SOURCE: Journal of Organic Chemistry (1958), 23, 1102-7 

CODEN: JOCEAH; ISSN: 0022-3263 
DOCUMENT TYPE: Journal 
LANGUAGE: Unavailable 
GI For diagram(s), see printed CA Issue. 

AB Eight N- substituted . alpha . -phenyl- .beta. -amino acids, obtained by the 
addn. of an amine to atropic acid (I), as well as a no. of substituted 
.beta. -amino acids prepd. by other procedures, were converted into 
2 -azetidinones (II) . In some cases esters of the acids were used. A 
useful method for the synthesis of certain II was found to consist of the 
interaction of a .beta. -amino acid chloride-HCl with PhNMe2 (III). The 
general method for the reaction of I to give .beta. -amino acids is as 
follows. The required amine (0,1 mole) in 50 ml. abs . ale. added to 7.4 
g. I in 60 ml. ale, left 4 days, the solvent removed, and the residue 
recrystd. from a suitable solvent gave the following R1R2C (C02H) CR3HNHR 
(IV) (R, Rl, R2, R3, % yield, and m.p. given) : Me, Ph, H, H, 78, 
198-200. degree. {HCl salt, m. 183 -4 . degree .) ; CH2:CHCH2, Ph, H, H, 80, 
164-5. degree. (HCl salt, m. 168-9 .degree. ) ; Me2CH, Ph, H, H, 65, 
182-3 .degree. (HCl salt, m. 190*1 .degree .) ; C6H11, Ph, H, H, 95, 
192-3 .degree. ; C6H11CH2, Ph, H, H, 95, 200 -202 . degree . (HCl salt, m. 
160-2. degree. ) ; PhCH2 , Ph, H, H, 97, 193 -5 . degree . (HCl salt, m. 
174-6. degree. ) ; PhCH2CH2, Ph, H, H, 97, 193 -4 . degree . (HCl salt, m. 
180-1 .degree .} . . alpha . -Phenyl- .beta .- (dimethylamino) propionic acid was 
obtained in 80% yield by the above method, m. 143 -5 . degree . (95% ale). I 
(7.4 g.), 9.3 g. PhNH2 , and 2 ml. AcOH heated 4 hrs . on the steam bath and 
purified gave 70% . alpha . -phenyl- .beta . -anilinopropionic acid, m. 
128-30 .degree . (aq. MeOH) . Esters of . alpha . -phenyl- .beta . - 
(benzylamino) propionic acid (V) and their HCl salts were obtained by a 
general method previously described (Holley and Holley, CA. 43, 8357e) . 
The ester-HBr was obtained by addn. of HBr to V in Et20. The following V 
were thus obtained (substituent and m.p. or b.p. given) : Me, 
110. degree. /20 mm. (HCl salt, m. 172 -3 .degree .) ; Et, 116 . degree . /20 mm. 
(HCl salt, m. 169-70 . degree . ; HBr salt, m. 129-30 . degree .) ; iso-Pr, 
46-8. degree. (124 . degree . /23 mm.) (HCl salt, m. 163 -4 . degree .) ; PhCH2 , 
decompd. on attempted distn. (HCl salt, m. 173-4 .degree .) . H2NCH2CHPhC02H 
(VI) (2 g.) gave 2.3 g. H2NCH2CHPhC02Et . HCl , m. 160-1 . degree . (iso-PrOH) . 
N-Methyl-N-nitroso-p-toluenesulfonamide (43 g.) converted to CH2N2 and 
treated with 16.5 g. VI in 500 ml. Et20 gave 11.5 g. Me ester, b0.5 
154-5 . degree . . Et .beta .- (benzylamino) propionate {0.2 mole) in 500 ml. 
H20 refluxed 6 hrs. gave 75% . beta .- (benzylamino) propionic acid, m, 
182-4 .degree. . Similar hydrolysis of Et .beta .- (benzylamino) butyrate gave 
88% .beta. - (benzylamino) butyric acid, m. 179-81 . degree . . Me methacrylate 



(98.1 g.), 107.0 g. PhCH2NH2, and 500 ml. Me OH left 7 days at room temp., 
the solvent removed, and the residue distd. gave 12 3.7 g. Et 
.alpha. -methyl- .beta. - (benzylamino) propionate (VII), bO . 3 97-100 . degree . ; 
HC1 salt, m. 101-3 .degree. . Hydrolysis of VII as above gave 81% free 
acid, m. 150-2 . degree . ; HCl salt, m. 131-3 . degree . . PhCH (NH2) CH2C02Et 
(19.3 g.) in 15 0 ml. AcOH hydrogenated at 5 0. degree, in the presence of 
0.5 g. Pt02 under an initial pressure of 50 lb./sq. in. until the calcd. 
amt . of H was absorbed, the filtrate reduced, the residue dissolved in 
H20, the soln. made alk. , and extd. with Et20 gave after distn. 13.8 g. Et 
.beta . -cyclohexyl- .beta . -aminopropionate (VIII), b0.4 81-2 . degree . ; HCl 
salt, m. 108-10. degree. (iso-PrOH) . VIII (39.8 g.) and 12.6 g. PhCH2Cl 
heated 5 hrs . at 70. degree., refrigerated 12 hrs . with 500 ml. Et20, and 
coned, gave 16 g. Et .beta . -cyclohexyl- .beta .- (benzylamino) propionate 
(IX), bO.l 150-2 .degree. . VIII (19.9 g.), 10.6 g. BzH, a catalytic amt, 
of ZnCl2, and 200 ml. C6H6 refluxed 12 hrs. with azeotropic removal of H20 
gave 23 g. Et . beta . -cyclohexyl- .beta. - (benzylideneamino) propionate (X), 
bl 170. degree.. X (23 g.) in 150 ml. ale. hydrogenated over 0.5 g. Pt02 
at 50 lb./sq. in. gave 17.3 g. IX; HCl salt, m. 179 - 80 . degree . (iso-PrOH) . 
IX (16 g.), 4 g. NaOH, and 100 ml. 95% ale. refluxed 12 hrs. gave 74% 
.beta. -cyclohexyl- .beta. - (benzylamino) propionic acid, m. 165-7 .degree . ; 
HCl salt, m. 138 -40 . degree . . Et cyclohexylcyanoacetate (19.5 g.}, 150 ml. 
AcOH, 5 ml. coned. H2S04, and 0.2 g. Pt02 hydrogenated under 50 lb./sq. 
in. pressure gave 17.5 g. Et . alpha . -cyclohexyl- .beta . -aminopropionate 
(XI), b0.3 76-7 .degree. ; HCl salt, m. 143 -5 . degree . (iso-PrOH) . XI (19.9 
g.) benzylated with 6.3 g. PhCH2Cl gave 10 g. Et .alpha. -cyclohexyl- .beta. - 
(benzylamino) propionate (XII), b0.2 143 -5 . degree . ,- HCl salt, m. 
171-3 .degree . . XII by similar sapon. gave 78% . alpha . -cyclohexyl- .beta . - 
(benzylamino) propionic acid, m. 213-14 .degree . ; HCl salt, m. 
230-2 .degree . . The HCl salts of IV listed above were obtained by 
dissolving the amino acid in 10% HCl, evapg. the soln. to dryness, and 
recrystg. the salts from a suitable solvent. The following IV were also 
obtained (R, Rl, R2 , R3 , % yield, and m.p. given): PhCH2 , H, H, Ph, 78, 
185-7 .degree. ; PhCH2 , Me, H, Ph, 67, 170 -3 . degree . ; PhCH2 , Me, Me, Ph, 85, 
143-5 .degree . . II, R1R2C . CHR2 . NR . CO, are prepd. by five methods described 
as follows. Method A. The interaction of Me, Et, iso-Pr, and PhCH2 
esters of V with MeMgl and EtMgBr, resp., was studied. In some the molar 
ratio of the ester and Grignard reagent was 1:1, in others 1:2; the best 
yield of II (R = PhCH2 , Rl = Ph, R2 , and R3 - H) was obtained as follows. 
EtMgBr (from 1.5 g. Mg) added dropwise to 8.9 g. iso-Pr ester of V in 100 
ml. Et20, the mixt . stirred 2 hrs. at room temp., aq. 10% NH4C1 added, the 
aq. layer sepd., extd. with Et20, the combined Et20 solns. dried, coned., 
and the residue placed on a porous plate gave 1.8 g. cryst'. material. Et 
ester of VI (0.05 mole) prepd. from the ester HCl salt allowed to react 
with 0.15 mole EtMgBr gave II (R = R2 = R3 = H, Rl = Ph) . II 
(1, 3-diphenyl) could not be obtained from Me . alpha . -phenyl- .beta. - 
anilinopropionate and EtMgBr. Method B. The required .beta. -amino acid 
(0.02 mole) treated with 10 ml. pure SOC12, the acid chloride HCl 
suspended in 250 ml. Et20 and added slowly to a soln. of approximately 4 
g. CH2N2 in 500 ml. Et20, the soln. filtered, the ether and excess CH2N2 
removed, and the residue either recrystd. or distd. gave II. Method C. 
The acid chloride-HCl obtained from 0.05 mole of the required acid, IV, 
and 25 ml. pure SOC12 suspended in 250 ml. dry C6H6, and added slowly to a 
refluxing soln. of 18.2 g. dry III in 250 ml. C6H6, the mixt. refluxed 4 
hrs., extd. with H20, the unreacted III removed with 10% HCl, and the C6H6 
ext. after drying distd. gave II. Method D. N-Benzyl- .beta . - 
bromopropionamide (24.2 g.) added to 3 g. NaH and 150 ml. dry PhMe, the 
mixt. refluxed 12 hrs., cooled, treated with 150 ml. H20, the aq. layer 
sepd., extd. with 100 ml. PhMe, the combined PhMe dried, the solvent 
removed, and the residue distd. gave II. Method E. Products were 
obtained from the interaction of benzylidenebenzylamine and MeCHBrC02Et or 
Me2CBrC02Et, from benzylidenemethylamine and BrCH2C02Et or MeCHBrC02Et, 
and benzylideneaniline and Et . alpha . -bromophenylacetate . The following 
II were prepd. by the above methods (R, Rl, R2 , R3 , method, % yield, and 
m.p. or b.p. given): PhCH2, H, H, H, D, 40, 106 -8 . degree . /l mm.; PhCH2 , H, 



H, H, C, O, -; H, Ph, H, H, A, 28, 114 -16 . degree . ; Me, Ph, H, H, C, 25, 
86 -7. degree. /O.l mm.; CH2:CHCH2, Ph, H, H, C, 48, 103 -4 . degree . /0 . 1 mm.; 
Me2CH, Ph, H, H, C, 84, 90 -2 . degree . /O . 05 mm.; Me2CH, Ph, H, H, B, 54, -; 
C6H11, Ph, H, H, C, 44, 59-61 . degree . ; C6H11CH2, Ph, H, H, C, 80, 
50-1. degree. ; C6H11CH2, Ph, H, H, B, 31, -; PhCH2 , Ph, H, H, C, 72, 
70-2 .degree. ; PhCH2, Ph, H, H, B, 43, - ; PhCH2 , Ph, H, H, A, 40, -; 
Ph(CH2)2, Ph, H, H, C, 67, 145 -6 . degree . /O . 05 mm.; Ph(CH2)2, Ph, H, H, B, 
40, -; PhCH2, Me, H, H, C, 61, 83 -4 . degree . /0 . 1 mm.; PhCH2, C6H11, H, H, 
C, 84, 131-2 .degree. /O. 05 mm.; Me, H, H, Ph, .EPSILON., 52, 
90 -2. degree. /O. 6 mm.; PhCH2 , H, H, Ph, C, 80 13 8 - 9 . degree . /O . 1 mm.; PhCH2 , 
H, H, Me, C, 76, 85 - 6 . degree . /0 . 1 mm.; PhCH2, H, H, C6H11, C, 81, 
136-7 .degree. /O .1 mm.; Ph, Ph, H, Ph, C, 7, 132 -3 . degree . ; Me, Me, H, Ph, 
. EPSILON. , 81, 105-6. degree. /O .6 mm.; PhCH2, Me, H, Ph, C, 92, 
141-2 .degree. /O .1 mm. ; PhCH2, Me, H, Ph, . EPSILON. , 76, -; PhCH2 , Me, Me, 
Ph, C, 92, 153-5 .degree. /0 . 1 mm., PhCH2 , Me, Me, Ph, E, 84, II 
£1 -benzyl -3 -phenyl) (1.2 g.) in 50 ml. Et20 added dropwise to 0.19 g. 
LiAlH4 in 30 ml. Et20, the mixt . refluxed 24 hrs . , 0.5 ml. H20 added, the 
mixt. stirred 4 hrs., filtered, the filtrate dried, and the solvent 
removed gave 0.9 g. 2-phenyl-3- (benzylamino) propanol (XIII), m. 
52-4. degree. (Et20-ligroine) ; HC1 salt, m. 131-3 .degree . (MeCOEt) . Et 
. alpha . -phenyl- .beta . - (benzylamino) propionate (27.4 g.) in 200 ml. Et20 
added to 2.3 g. LiAlH4 and 300 ml. Et20 and the mixt. stirred 3 days at 
room temp, gave 21.8 g. XIII. The CO absorption of each of the II prepd. 
was found to be within the 1750-1730 cm.-l range. Since certain 
N-benzylamides are known to be effective anticonvulsants it was suggested 
that II may also have anticonvulsant activity. 
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A concise and efficient synthesis of Gabapentin was achieved 
with an overall yield of 56% by 6 N HCl mediated hydrolysis of the 
corresponding . gamma . -lactam (6), obtained from the intramol . 
C-CH insertion reaction of N-tert -butyl -N- eye lohexylmethyl diazoacetamide 
(5) with 0.02 mol% Rh2 (OAc) 4 catalyst. 
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AB The invention relates to a process for prepg. highly functionalized 

.gamma . -butyrolac tarns and . gamma . -amino acids by reductive amination of 
mucohalic acid or its derivs. and discloses a process for prepg. 
pregabalin or 3 -aminomethyl -5-methyloctanoic acid, GABA analogs 
with desirable medicinal activity. Claimed . gamma . -amino acids have 
formula R1NHCH2CH (CHR2R3) CH2C02H [Rl = alkyl, cycloalkyl, (CH2 ) 0 -3 -aryl , 
-heterocyclyl, or -heteroaryl ; R2, R3 = H, alkyl, alkenyl, cycloalkyl, 
alkylcycloalkyl, alkoxy, alkylphenyl, alkylphenoxy, or (un) substituted 
phenyl]. Thus, 1.3 g 5- (benzyloxy) -4 -isopropyldihydrof uran-2 -one (prepd. 
from mucochloric or mucobromic acid) was combined with 1.7 g ammonium 
formate, 0.3 g 20 % Pd/C, and 0 . 07 g [Ir (COD) CI] 2 in 25 mL MeOH . The 
mixt. was hydrogenated at 70 . degree. C and 20 psi for approx. 7 h to 
provide a mixt. of pregabalin contaminated with 

4-isopropylpyrrolidin-2 -one . The mixt. may be submitted to base 
hydrolysis to provide exclusively pregabalin. 
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AB Substituted acrylic acid esters Rl (R2 ) C : CHC02R [R = (un) branched (un)satd. 
Cl-3 aliph. residue; Rl, R2 = H f (un) branched (un)satd. Cl-6 aliph. 
residue; CR1R2 = 5-6-member cycloaliph. ring; e.g., Et 
cyclohexylidenylactate] are prepd. by the Wadsworth-Emmons-Wittig 
olefination reaction of aldehydes R1R2CHCH0 or ketones R1C0R2 (e.g., 
cyclohexanone) with trialkyl phosphonoacetates (RO) 2P ( : 0) CH2C02R (e.g., 
tri-Et phosphonoacetate) in the presence of a base (e.g., aq. potassium 
carbonate soln.), followed by the addn. reaction of nitromethane to give a 
satd. nitro ester 02NCH2C (Rl) (R2 ) CH2C02R [e.g., Et 1- 

(nitromethyl) cyclohexyl) acetate] which is then subjected to hydrogenation 
and intramol. cyclocondensation to give a lactam [I; e.g., 
2-azaspiro [4 . 5] decan-3-one] which is then subjected to acidic hydrolysis 
(e.g., aq. HCl) to give the corresponding .gamma. -amino acid 
H2NCH2C(R1) (R2JCH2C02H (e.g., gabapentin hydrochloride) . 
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TITLE: [Antidepressants and gabapentinoids - Established and new 

drugs in the therapy of chronic pain. Preclinical and 
clinical studies] . 

ANT I DEPRESS I VA UND GABAPENT INO IDE - ETABLIERTE UND NEUE 
PHARMAKA IN DER BEHANDLUNG CHRONISCHER SCHMERZEN : 
PRAKLINISCHE UND KLINISCHE UNTERSUCHUNGEN . 
Eckhardt K. ,- Feuerstein T.J. 
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Journal; Article 
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German 

English; German 

Treatment of chronic pain, in contrast to acute pain, remains to be a 
therapeutic problem. Despite different aetiologic causes sensory neurons 
develop peripheral and central sensitization in the course of pain 
chronif ication resulting in increased sensibility (hyperalgesia and 
allodynia) . Pathophysiological and biochemical changes follow, reflected 
in an altered expression and function of ion channels and receptors and 
finally in a changed neuronal phenotype. Tricyclic antidepressants are 
analgesic in different types of chronic pain (substance of first choice: 
amitriptyline) , in contrast to selective serotonin reuptake inhibitors 
(SSRIs) with only inconsistent effects in controlled studies. Beside their 



AUTHOR : 

CORPORATE SOURCE 



SOURCE : 



COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 



LANGUAGE : 
SUMMARY LANGUAGE 
AB 



known inhibition of monoamine reuptake, tricyclic antidepressants modulate 
ion channels, among them NMDA receptors, in the dorsal horn of the spinal 
cord. In controlled clinical studies gabapentin reduced pain 
intensity in patients suffering from chronic pain due to diabetic 
neuropathy and postherpetic neuralgia. Also pregabalin and 
gabapentin- lactam are antinociceptive in animal models 

of chronic pain. A predominant site of action of these drugs is probably 
the first nociceptive synapse where they act by diminishing glutamatergic 
transmission, by enhancing GABAergic transmission and by reducing the 
activity of nociceptive neurons through K (ATP) channels . 
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CASREACT 115:50299; MAR PAT 115:50299 



H0 2 C-H 2 C. .CH 2 NH 2 



(CH 2 ) n I 





C0 2 R 



C0 2 R 



(CH 2 ) n II 




(CH 2 ) n in 



AB The title compds . [I; n = 1-3 integer) are prepd. via alk. hydrolysis of 
(cyanocycloalkyl) malonates II [R = alkyl] , decarboxylating the resulting 
II [R = H] , catalytically hydrogenating the cyano group, and optionally 
hydrolyzing the byproducts, lactams III. II [R = Et, n = 2] was 



hydrolyzed with NaOH, the resulting II [R = H, n = 2} in toluene was 
heated 1 h at 80-85 .degree. , and the decarboxylated product hydrogenated 
over 5% Rh/C to give gabapentin. 

» 
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(2003) Vol. 2003, pp. Abstract No. 5230. cd-rom. 
Meeting Info. : Annual Meeting of the Association for 
Research in Vision and Ophthalmology. Fort Lauderdale, FL, 
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LANGUAGE : Engl i sh 

ENTRY DATE: Entered STN: 2 6 Nov 2 003 
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AB Purpose: Recently, Gabapentin-Laktam (GBP-L) was shown to be 

neuroprotective in vivo. It has been suggested that it may act by opening 
ATP-sensitive mitochondrial potassium channels. We tested this hypothesis 
by quantifying the effect of GBP-L on survival of purified retinal 
ganglion cells (RGCs) under different conditions. Methods: RGCs were 
purified from rat retina by immunopanning with antibodies against Thyl . 1 
and cultured in serumfree N2 medium for 2 days. RGCs were treated with 
various concentrations (3,2 - 320 muM) of GBP-L with and without 
glibenclamide (1 muM) or 5-hydroxydecanoate (5-HD, 100 muM) . Additional 
cultures were treated with ciliary neurotrophic factor {CNTF, 50 ng/ml) 
plus brain derived neurotrophic factor (BDNF, 50 ng/ml) or 
gabapentin (32 muM) . Cell survival was quantified by cell counts 
under phase-contrast microscopy. Results were normalized to controls. 
Results: GBP-L increased RGC survival to 145%, CI95 (134, 155) in a 
dose -dependent manner reaching the maximum effect at 32 muM. 
Preincubation with the KATP channel antagonists glibenclamide (1 muM, 
blocking both plasmalemmal and mitochondrial KATP channels) or 5-HD (100 
muM, blocking selectively mitochondrial KATP channels) blocked this 
effect: Glibenclamide shifted the dose-response curve of GBP-L to the 
right, indicating that it acted as a competitive antagonist. The 
antagonist potency was reflected by a pA2 value of glibenclamide of 6.80, 
CI95 (5.88, 7.46). 5-HD completely blocked the survival promoting effect 
of 32 muM GBP-L (98%, CI95 (84, 113)). In comparison, CNTF plus BDNF 
enhanced survival to 177%, CI95 (158, 196) . Gabapentin, the 
parent drug of GBP-L, had no effect on survival (95%, CI95 (82, 108)). 
Conclusions: GBP-L, but not gabapentin, increased survival of 
RGCs in vitro, possibly by opening mitochondrial KATP channels. These 
results suggest further testing of GBP-L as a potentially neuroprotective 
drug . 
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AB Pharmacological properties of .alpha. -Phenyl- .gamma. -aminobutyric acid 
(AFG) [13080-10-9], . beta . -Phenyl- . gamma . -aminobutyric acid (FG) 
[1078-21-3], and .gamma . -phenyl- .gamma . -aminobutyric acid (GFM) 
[1011-60-5], phenyl -substituted deriv. of GABA [56-12-2] and their resp. 
lactams, . alpha . -phenyl -. gamma . -aminobutyric acid lactam 
(FP) [6836-97-1], . beta . -phenyl- . gamma . -aminobutyric acid lactam 
(FL) [1198-97-6] and . gamma . -phenyl- . gamma . -aminobutyric acid 
lactam (FM) [22050-10-8] were studied in rats and mice. All 
compds. diminished spontaneous and pharmacologically potentiated motility, 
lowered body temp, of mice, and weakened conditioned reflexes in rats. 
Some of the compds. (AFG, FG, FP) diminished activity of rats in the 
open-field test and symptoms of amphetamine- (AFG, FG, FP, FL, FM) and 
apomorphine- induced stereotypy (FL, FG) . FG evoked catalepsy and 
potentiated chloropromazine catalepsy in mice. The compds. potentiated 
action of narcotic and subthreshold doses of barbituates and ethanol 
[64-17-5] , had analgesic properties, and potentiated analgesic action of 
morphine [57-27-2] . The most active and least toxic compd. was FG. 
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OTHER SOURCE (S) : MARPAT 136:284459 

AB Pharmaceutical formulations contain an amino acid which is susceptible to 
the formation of an undesirable lactam, and a stabilizer 

comprising a volatile ale, a nonvolatile ale, a water-immiscible liq. or 
solid, a liq. with a relatively low dielec. const., liq. and solid 
surfactants, an antioxidant, a ketone, an aldehyde, a solid polyethylene 
glycol of high mol . wt . , polyvinylpyrrolidone, a derived cellulose, 
silicon dioxide, or a combination to inhibit the lactam 



formation. Thus, a formulation contained anhyd. gabapentin 4 00, 
corn starch 113, and water 100 mg/unit dose. 
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Process for manufacturing coated gabapentin or 
pregabalin particles. 

Bruna, Etienne [Inventor, Reprint Author] ; Gendrot, Edouard 
[Inventor] ; Chauveau, Charles [Inventor] ; Demichelis, 
Alain-Gilles [Inventor] 
Jouy, France 

ASSIGNEE: Societe Laboratoires des Products Ethiques - 
Ethypharm, Houdan, France 
US 6488964 December 03, 2002 

Official Gazette of the United States Patent and Trademark 
Office Patents, (Dec. 3, 2002) Vol. 1265, No. 1. 
http : //www. uspto.gov/ web/menu/pa tdata.html . e-f ile. 
ISSN: 0098-1133 (ISSN print) . 
Patent 
English 

Entered STN: 2 9 Jan 2 003 
Last Updated on STN : 2 9 Jan 2003 
A process for manufacturing coated particles of gamma -aminobutyric acid 
analogue, whose lactam content by weight relative to the weight 
of gamma-aminobutyric acid analogue is less than 0.5% is disclosed. The 
process is characterized in that a coating solution of at least one 
polymer in an organic solvent is sprayed onto the particles of 
gamma-aminobutyric acid analogue. 
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Gabapentin -Lactam: A novel 
neuroprotective agent . 

Lagreze, W. A. [Reprint author] ; Mueller-Velten, R. 
[Reprint author]; Feuerstein, T. J. 

Universitaets-Augenklinik, 79106, Freiburg, Germany 
IOVS, (March 15, 2000} Vol. 41, No. 4, pp. S535. print. 
Meeting Info. : Annual Meeting of the Association in Vision 
and Opthalmology . Fort Lauder lade, Florida, USA. April 
30-May 05, 2000. Association for Research in Vision and 
Ophthalmology . 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN : 14 Jun 2000 
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13th Meeting of the Network of European CNS Transplantation 
and Restoration (NECTAR) , Amsterdam, Netherlands, December 
12-14, 2002. 
Anonymous 

Cell Transplantation, (2003) Vol. 12, No. 3, pp. 305-327. 
print . 

Meeting Info. : 13th Meeting of the Network of European CNS 
Transplantation and Restoration (NECTAR) . Amsterdam, 
Netherlands. December 12-14, 2002. European CNS 
Transplantation and Restoration (NECTAR) . 
ISSN: 0963-6897. 
Conference; (Meeting) 



LANGUAGE : 
ENTRY DATE: 



AB 



Conference; (Meeting Summary) 
English 

Entered STN : 25 Jun 2 003 
Last Updated on STN: 25 Jun 2 0 03 
This meeting on cell transplantation and restoration includes abstracts 
written in English for 45 presentations. Session themes cover primary 
fetal dopamine neurons in Parkinson's disease, neuroprotection in 
Parkinson's disease, transplantation approaches in Huntingdon's disease, 
neurodegenerative diseases, and stem cell -based neural repair. Selected 
topics include pawreaching tests in rats, creatine effects, 
gabapentin- lac tain, lentiviral vector mediated gene 
therapy, and activation of endogenous neural precursors. 
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Neuroprotection with Gabapentin -Lactam 

in retinal ischemia: Dose-effect relationship in 
postischemic treatment. 

Mueller- Velten, R. [Reprint author] ; Lagreze, W. (Reprint 
author] ; Feuerstein, T. 

University Eye Hospital Freiburg, 7 9106, Freiburg, Germany 
IOVS, (March 15, 2000) Vol. 41, No. 4, pp. S14. print. 
Meeting Info. : Annual Meeting of the Association for 
Research in Vision and Ophthalmology. Fort Lauderdale, 
Florida, USA. April 30-May 05, 2000. Association for 
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Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
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Correlations between constitution and action of 
fibrinolysis inhibitors 

Lohmann, K. ; Markwardt, F . ; Landmann, H. 
Deut. Akad. Wiss., Berlin-Buch 

Thrombosis et Diathesis Haemorrhagica (1964), 10(3/4), 
424-30 

CODEN: TDHAAT; ISSN: 0340-533 8 
Journal 
German 

Two tests were used for the evaluation of the 
antif ibrinolytic activity of a no. of . omega . -amino aliphatic and aromatic 
acids. The 1st was a plasma- lysis test in which the clot-lysis time was 
measured for the mixt . : 0.2 ml. citrated plasma, 0.1 ml. inhibitor soln., 
0.1 ml. streptokinase soln. of 250 units/ml., and 0.1 ml. thrombin soln. 
of 50 NIH units/ml. The 2nd was the euglobulin lysis test in which human 
euglobulin was used instead of plasma, and in which the reagents were 
dissolved in 0 . 1M tris (hydroxymethyl) aminomethane buffer of pH 7., 5, 
contg. 0.5% NaCl . The central standard was . epsilon. -aminocaproic acid 
(I) . By substitution at the amino and carboxyl groups the following 
compds. were synthesized and tested: the N-Ac, N,N-di-Me, N-glycyl, and 
N-Bz derivs . of I, . epsilon . -guanidinocaproic acid, the Me, Et, Pr, and 
iso-Pr esters of I, I amide, and I hydrazide. They were all less active 
than I. The influence of chain length was studied with glycine, 
.beta . -alanine, .gamma. -aminobutyric acid, . delta . -aminovaleric acid, I, 
. omega . -aminoenarithic acid, and .omega . -aminoundecanoic acid. I was the 
most active. Because it seemed to be the distance between the amino and 



carboxyl groups that was important, a no. of aromatic . omega . -amino acids 
with equal distance were studied: p-aminobenzoic acid, 

4-amino-l-cyclohexanecarboxylic acid, p-aminomethylbenzoic acid (II) , 4- 
aminomethyl-l-cyclohexanecarboxylic acid, p-aminoethylbenzoic 
acid, 4-aminoethyl-lcyclohexanecarboxylic acid, p-aminophenylacetic acid, 
4-aminol-cyclohexaneacetic acid, p-aminomethylphenylacetic acid, 
4-amino-l-cyclohexaneacetic acid, p- 

aminomethylbenzenesulf onamide, and p-aminobenzenesulf onamide . Most of 
these compds . were less active than I, except II and its satd. cyclohexane 
analog, which were more than twice as active as I . To be fully active II 
had to be added to plasminogen before activation with streptokinase began. 
Addn. after complete activation did not involve inhibition of plasmin. 
Hence, II is an inhibitor of plasminogen. It did not inhibit the 
activation of trypsin, chymotrypsin, papain, bromelin, or the coagulating 
and esterolytic activities of thrombin. 
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Glucocorticoid blocking agents for increasing 
blood-brain barrier permeability 
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U.S. Pat. Appl. Publ., 15 pp. 
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Patent 
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1 



PATENT NO. 
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US 2003162695 Al 20030828 US 2002-87227 20020227 

PRIORITY APPLN. INFO.: US 2002-87227 20020227 

AB Glucocorticoid blockers, including glucocorticoid receptor antagonists, 
are effective to prevent glucocorticoid-induced decrease in permeability 
of the blood-brain barrier and to increase the permeability of the 
blood-brain barrier. Administration of glucocorticoid blockers, including 
glucocorticoid receptor antagonists, concomitant with administration of 
drugs for treating diseases of the central nervous system increases 
delivery of such drugs into the central nervous system. Corticosterone 
decreased blood-brain barrier permeability of haloperidol and clozapine in 
rats . 
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Gastric-retentive controlled-release oral dosage forms 
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CODEN: PIXXD2 

Patent 
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WO 2003035041 Al 20030501 WO 2002-US34297 20021025 
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US 2003104052 Al 20030605 US 2001-24932 20011218 

PRIORITY APPLN. INFO. : US 2001-45816 A 20011025 

US 2001-24932 A 20011218 
AB Controlled release oral dosage forms are provided for the continuous, 
sustained administration of a Pharmacol, active agent to the upper 
gastrointestinal tract of a patient in whom the fed mode has been induced. 
The majority of the agent is delivered, on an extended release basis, to 
the stomach, duodenum and upper regions of the small intestine, with drug 
delivery in the lower gastrointestinal tract and colon substantially 
restricted. The dosage form comprises a matrix of a biocompatible, 
hydrophilic, erodible polymer with an active agent incorporated therein, 
wherein the polymer is one that both swells in the presence of water and 
gradually erodes over a time period of hours, with swelling and erosion 
commencing upon contact with gastric fluid, and drug release rate 
primarily controlled by erosion rate. Thus, a formulation contained 
ciprof loxacin-HCl 61.35, Polyox WSR N-60K 14.78, Polyox WSR N-80 21.87, 
and stearic acid 2%. 

REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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CAPLUS COPYRIGHT 2 003 ACS on STN 
1965:52 071 CAPLUS 
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: 62 : 9244h, 9245a-d 

Synthesis of amino acids of the cyclohexane series and 
polyamides based on them 
Muromova, R. S.; Pletneva, I. 
Demidova, T. V. ; Pervukhina, 
Shil'nikova, L. N. 

Sintez i Svoistva Monomerov, Akad. Nauk SSSR, Inst. 
Neftekhim. Sinteza, Sb. Rabot 12 -oi [Dvenadtsatoi] 
Konf. po Vysokomolekul. Soedin. (1964), 1962, 220-5 
Journal 
Russian 

For diagram (s) , see printed CA Issue. 

The ratio cis-:trans-I (R = Ac, m = 1, n = 0) (II), after the 
hydrogenation of the corresponding aromatic compd. on a Pt02 catalyst, was 
78:22; on Rh-Pt (3:1), almost pure cis-II was obtained. II was hydrolyzed 
with 20% H2S04, the mixt . filtered through a column filled with the 
anion- exchange resin EDE-10P and coned, to give I (R = H, m = 1, n = 
0) (III) . trans-I(R = Ac, m = 2, n = 0) (IV) , m. 197 -8 . degree . , and cis-IV, 
m. 120-1 .degree. , were prepd. by the hydrogenation of the corresponding 
aromatic compd. in the ratio 27.6:65.7 and sepd. by their soly. in cold 
Me2CO. I (R = H, m = 2 , n = 0) (V) was obtained in the same way as III. 
trans-I(R = Bz, m = n = 1) (VI) (12%), m. 178-8 . 5 .degree . , and 30% cis-VI, 
m. 112 . 5-13 . 5 . degree . , were prepd. by hydrogenation of the corresponding 
aromatic compd. and sepd. by crystn. from aq. Me2CO. I(R=H, m=n=l) 
(VII) was obtained by heating VI in a sealed tube with 10% HCl at 
130. degree. 15 hrs . and isolated in the same way as III. The 
configurations of IV and VI were detd. by the Auwers-Skita rule. The 
amino acids were heated at 200-320 . degree . in a N atm. to give the 
following polyamides: Polyamides of trans-acids had good thermal stability 
and were sol. only in coned. H2S02. , m.p. monomer, m.p. polymer, sp. 
vilocity; Amino acid, trans-III, 516. degree., 0.43; cis-III, -, 
385. degree., 0.50; trans-V, 292. degree., 490. degree., 0.67; cis-V, 
253. degree., 260. degree., 0.78; trans-VII, 257 -9 . degree . , 423-8 .degree . , 



0.15; cis-VII, 12 0. degree., -, -; Polyamides sol. in H2S04 and cresol 
were obtained by copolycondensation of trans-III with . epsilon. -capro- 
lactam and trans-V with . vsigma. -enanthic acid (VIII) in cresol or 
o-hydroxydiphenyl . Thermomech. curves of polyamides of trans-III and 
trans-V and a copolyamide of trans-V with VIII, were obtained. The 
polymer of endo - ethylene -. epsilon. -caprolactam melted far lower than the 
above polyamides . 
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TITLE: Synthesis and polymerization of 3- 

azabicyclo [4 . 3 . 1] decan-4- one and 7 , 7-dimethyl~2- 

azabicyclo [4.1.1] octan-3-one 
AUTHOR(S): Hall, H. K. Jr. 

CORPORATE SOURCE: E. I. du Pont de Nemours, Wilmington, DE 

SOURCE: Journal of Organic Chemistry (1963), 28(11), 3213-14 

CODEN : JOCEAH; ISSN: 0022-3263 
DOCUMENT TYPE: Journal 
LANGUAGE : Una va liable 

GI For diagram (s) , see printed CA Issue. 

AB cf. CA 54, 17292e. EtOH (520 ml.) and 2.5 1. C6H6 contg. 315 g. 1: 1 m- 

and p-H02CCH2C6H4CH2C02H (I) refluxed 1 hr. with stirring and the chilled 
mixt. filtered gave 117 g. almost pure I, m. 255. degree.. The filtered 
soln. coned., dild. with 1.2 1. EtOH, satd. with dry HC1 20 hrs . , and 
distd. gave 217 g. di-Et phenylenediacetates , bl.l 127-30 .degree . , 
hydrogenated in 2 50 ml. ale. at 13 5. degree, and 1565 lb. /in. 2 over 3 g. 
Ru02 with adsorption of 1.4 moles H, the product (174.5 g. , b0.15 
115-33 .degree. ) refluxed (70.0 g.) 5 hrs. with 70 g. NaOH in 500 ml. 2:3 
alc.-H20, the ale. evapd., the residue cooled, acidified with 12N HC1, and 
kept 3 days, and the ppt. rinsed with H20 gave 51.0 g. air-dried 1,3- and 
1, 4-cyclohexanediacetic acids, m. 130-2 .degree . . The acid mixt. (26.0 g.) 
and 50 ml. Ac20 distd. 1 hr. with passage of AcOH, the remainder distd. 
through a Claisen head at 150 mm., the distillate taken up in 100 ml. Et20 
and washed with 100 ml. H20 and 150 ml. 15% aq. Na2C03, the aq. layers 
extd. with 50 ml. C6H14 , the dry org. layers evapd., the residue submitted 
to short path distn. at 15 mm., the residue crystd. at -80. degree, from 
C6H14, and the solid {4.6 g.) sublimed at 140 . degree . /18 mm. yielded 22.6% 
pure bicyclo [3 .3 . 1] nonan-3-one (II), m. 180-2deg,- , .lambda. 1706, 1717 
cm. -1,- 2,4- dinitrophenylhydrazone m. 208-9 .degree . (ale . -EtOAc) . Use of 
BaO in place of Ac20 in the distn. gave a lower yield of II. 
Esterif ication of I and hydrogenation of the di-Et ester, m. 
59 . 0-9 . 5 .degree . gave di-Et cyclohexane-1, 4-diacetate, hydrolyzed to 
cyclohexane-1, 4-diacetic acid, m. 164 -5 . degree . and distd. from-BaO 
without production of ketonic material showed that II was derived from 
cyclohexane-1, 3 -diacetic acid. II (12.7 9 g.) was converted with HONH2 
(loc. cit.) to a white solid, m. 108-14 .degree . , in the receiver to give a 
crude oxime (12.2 5 g., bl.O 113 -15 . degree .) , which recrystd. from 30 ml. 
C6H6 yielded 71.3% oxime (III), m. 108 -9 . degree . . Ill (9.92 g.) submitted 
to Beckmann rearrangement with PhS02Cl (Gates and Malchick, CA 52, 4507b) 
gave 6.2 g. lactam, subliming at 100-60 . degree . /0 . 4 5 mm., 
recrystd. from 25 ml. C6H14 at -80. degree, yielded 55.9% 
3-azabicyclo [4 . 3 . 1] decan-4 -one (IV). Similar cyclization of 
cyclohexane-1, 4-diacetic acid gave no bicyclo [3 . 2 . 2] nonan-3 -one (V). The 
ketone II can exist in a stable two-chair conformation, whereas V would 
have a strained boat form of the cyclohexane ring, thus accounting for the 
difference in ease of formation of the 2 ketones. Com. . beta . -pinene (91% 
pure "sulfate" pinene, Hercules Powder Co.) ozonized according to Meinwald 
and Gassman ( CA 55, 7314e) gave 99% pure nopinone, bl6 92. degree., 
converted (38.2 g.) to the oxime and distd. to give 40.1 g. material, bl.5 
107. degree., recrystd. from 20 ml. C7H16, to yield 33.2 g. nopinone oxime 
(VI), m. 61 . 5-5 . 0 .degree . . VI (23.1 g.) submitted to the Beckman 
rearrangement by using NaOH and PhS02Cl] , the CHC13 ext. coned, and dild. 



with 800 ml. Et20, the filtered soln. coned, and distd. at 0.3 mm. up to 
13 0. degree., and the solidified distillate sublimed 3 times and crystal, 
from 15 ml. C7H16 yielded 42.6% 7 , 7 -dimethyl-2 -azabicyclo [4 . 1 . 1] octan-3 - 
one (VII), m. 111-13 .degree . , showing an infrared spectrum consistent with 
that of a lactam but no observable 6.50 .mu. band. IV (1.50 g.) 
heated with a drop of H20 and a drop of 85% H3P04 8.5 hrs . at 2 2 3. degree, 
in a sealed glass tube under N and the product washed with H20 and Me2CO 
yielded 88% polyamide of cis-3-aminomethylcyclo-hexylacetic acid, m. 
297. degree., inherent viscosity 0.21, in m-cresol. Similar polymerization 
of VII with 5% 85%. H3P04 at 200. degree, in 17 hrs. followed by extn. with 
MeOH yielded 75% polyamide of cis-3-amino-2 , 2 -dime thy Icyclobutanepropionic 
acid, m. 358. degree., inherent viscosity 0.62 in m-cresol. Use of less 
H3P04 for longer periods gave lower mol. wt. polymer, and the use of 
NaH-Ac20 produced only dark oils. 
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Localized 1H NMR measurements of 2 -pyrrolidinone in human 
brain in vivo. 

Hyder F . ; Petroff O.A.C.; Mattson R.H. ; Rothman D.L. 
F. Hyder, 126 MRC, Yale University, 330 Cedar Street, New 
Haven, CT 06510, United States, hyder@mrcbs.med.yale.edu 
Magnetic Resonance in Medicine, (1999) 41/5 (889-896) . 
Refs: 3 0 

ISSN: 0740-3194 CODEN: MRMEEN 
United States 
Journal; Article 

008 Neurology and Neurosurgery 

014 Radiology 
037 Drug Literature Index 

050 Epilepsy 
English 
English 

Localized 1H NMR homonuclear J editing spectroscopy was used to measure 
the concentration of 2 -pyrrolidinone (PRDN) in the human occipital lobe of 
five normal and six epileptic subjects taking vigabatrin. PRDN is a 
lactam cyclization product of .gamma . -aminobutyric acid (GABA) . D 
From a localized volume of 13.5 cm3 in the occipital cortex, the 
concentration of PRDN ranged from 0.2 to 0.3 .mu.mol/g in normal subjects, 
whereas in epileptic subjects on vigabatrin PRDN was elevated to 0 . 6 .+-. 
0.1 .mu.mol/g. The elevated PRDN in patients on vigabatrin was in accord 
with raised GABA levels compared with normals. 1H NMR measurements of PRDN 
will be important in assessment of the role of this metabolite for 
improved seizure control. 
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Pharmacogenomics of drug transporters : The next drug 
delivery challenge. 

Lee V.H.L.; Sporty J.L.; Fandy T.E. 

V.H.L. Lee, Department of Pharmaceutical Sci., University 
of Southern California, 1985 Zonal Avenue, Los Angeles, CA 
90089-9121, United States, vincentl@hsc.usc.edu 
Advanced Drug Delivery Reviews, (1 Oct 2001) 50/SUPPL. 1 
(S33-S40) . 
Refs: 39 

ISSN: 0169-409X CODEN: ADDREP 
S 0169-409X(01) 00186-7 
Netherlands 

Journal; Conference Article 
022 Human Genetics 

03 0 Pharmacology 



03 7 Drug Literature Index 

039 Pharmacy 
LANGUAGE : Eng 1 i s h 

SUMMARY LANGUAGE: English 

AB Scientifically, the third millennium begins with a major triumph - the 

publishing of the human genomic map, which is destined to have a momentous 
impact on the quality of life in our time. Disease prevention, 
individualized medicine, and genotyped-based medicine will soon become a 
reality. Pharmacogenetics, the forerunner of pharmacogenomics , began in 
the 1950s with a series of observations relating drug response to various 
genetic factors. It took almost two more decades for scientists to 
discover that cytochrome p450 2D6 was responsible for the metabolism of 
many drugs. This landmark discovery helped focus attention on how gene 
expression could impact the response to drugs. The stage was set for a 
revolution in therapeutics some 30 years later as the Human Genome Project 
crossed the finishing line triumphantly. A parallel development in drug 
delivery that may also benefit from the fruits of the Human Genome Project 
is the growing acceptance/awareness of drug transporters as a gateway to 
epithelial drug transport. This presentation addresses an area in need of 
attention: the possible impact of genetic polymorphism of drug 
transporters in pharmacokinetics and the challenge it poses in drug 
delivery. . COPYRGT . 2001 Elsevier Science B.V. All rights reserved. 
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AB Infectious diseases account for one third of all deaths in people 65 years 
and older. Early detection is more difficult in the elderly because the 
typical signs and symptoms, such as fever and leukocytosis, are frequently 
absent. A change in mental status or decline in function may be the only 
presenting problem in an older patient with an infection. An estimated 90 
percent of deaths resulting from pneumonia occur in people 65 years and 
older. Mortality resulting from influenza also occurs primarily in the 
elderly. Urinary tract infections are the most common cause of bacteremia 
in older adults. Asymptomatic bacteriuria occurs frequently in the 
elderly; however, antibiotic treatment does not appear to be efficacious. 
The recent rise of antibiotic-resistant bacteria (e.g., 
methicillin-resistant Staphylococcus aureus and vancomycin-resistant 
enterococcus) is a particular problem in the elderly because they are 
exposed to infections at higher rates in hospital and institutional 
settings. Treatment of colonization and active infection is problematic; 
strict adherence to hygiene practices is necessary to prevent the spread 
of resistant organisms. 
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There is increasing evidence that modifications in brain-gut 
communications are responsible for the occurrence of Functional Bowel 
Disorders. Based on various experimental models of modified gut 
sensitivity and the emergence of new pharmacological tools, it is now 
possible to identify new targets for the corrections of altered brain-gut 
communications and to improve our understanding of functional 
gastrointestinal disorders. Both local inflammatory related components and 
central nervous system acting factors are associated to trigger 
dysfunctioning and neuropeptides such as tachykinins, bradykinin and 
calcitonin gene-related peptide are involved in peripheral and spinal 
sensitization of afferent neurons. Serotonin released from entero 
chromaffin cells, mast cells, platelets or nerves also play a role, 
through different receptor subtypes, in initiating gut hypersensitivity. 
Brain modulation of impaired ascending messages also appears to be an 
important approach for the correction of symptoms related to gut 
hyper-responsiveness . 
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[Gastrointestinal absorption of drugs through the digestive 
barrier] . 
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Drug absorption through the digestive membranes occurs essentially by the 
paracellular route between the cells and through the tight junctions, and 
by the transcellular route via active or passive transfers across the 
membrane. Also, active transporters are able to pump substrates from the 
enterocytes back to the lumen via efflux proteins. These are able to slow 
and/or to reduce drug absorption, in particular, represent a source of 
variability by interactions with inducers or inhibitors such as 
pharmaceutical excipients. Other important factors are solubilization, 
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drug metabolism, both in the lumen and in the enterocytes, gastric 
emptying and the interactions with food or between drugs. 
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A mechanistic approach to understanding the factors 
affecting drug absorption: A review of fundamentals, 
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This article provides an overview of the patient-specific and 
drug-specific variables that can affect drug absorption following oral 
product administration. The oral absorption of any chemical entity 
reflects a complex spectrum of events. Factors influencing product 
bioavailability include drug solubility, permeability, and the rate of in 
vivo dissolution. In this regard, the Biopharmaceutics Classification 
System has proven to be an important tool for predicting compounds likely 
to be associated with bioavailability problems. It also helps in 
identifying those factors that may alter the rate and extent of drug 
absorption. Product bioavailability can also be markedly influenced by 
patient attributes such as the integrity of the gastrointestinal tract, 
physiological status, site of drug absorption, membrane transporters, 
presystemic drug metabolism (intrinsic variables) , and extrinsic variables 
such as the effect of food or concomitant medication. Through an awareness 
of a drug's physicochemical properties and the physiological processes 
affecting drug absorption, the skilled pharmaceutical scientist can 
develop formulations that will maximize product availability. By 
appreciating the potential impact of patient physiological status, 
phenotype, age, gender, and lifestyle, dosing regimens can be tailored to 
better meet the needs of the individual patient. . COPYRGT. 2 002 the 
American College of Clinical Pharmacology. 
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